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REMARKS 



Status of the Claims 

Claims 52-95 are pending. 

In tlie present Amendment, Claims 52-65, 67-69, 83, 84, 86, 87, 89 - 95 have been 
cancelled. Claims 66 and 70 have been written in independent form and Claims 66, 70-78, and 
82 have been amended in response to rejections under 35 U.S.C. 112. The amendments have 
not addtd new matter, nor have they broadened the scope of the claims. 
Claim Objections 

New Matter 

The Examiner requires cancellation of the replaced chemical structures on pages 104 
and 105 of the Specification contending that the structures constitute new matter since there 
was no explanation for the changes. 

The chemical structure was replaced on page 104 because the original structure was 
incorrectly copied into the table, thereby leaving the amide of the benzamide group outside the 
table display. With regard to the replaced chemical structure on page 105, the structure was 
incompletely drawn so as to omit the aromaticity of both the pyridine and phenyl rings. 
Accordingly, both structures were replaced in the previous amendment in order to correct 
typographical errors in the original specification. 

In view of the above. Applicants assert that the corrected chemical structures do not 
constitute new matter and request withdrawal of this rejection. 
Section 112 Rejections 

Dejiniteness Rejections 

Claims 52-95 are rejected under 35 U.S.C. 1 12, second paragraph, as the Examiner contends 
that there is ambiguity between the definition of "prodrug" and the definition of various R groups 
including esters, alkoxycaibonyl, etc. and "therefore it is not clear what is the difference between 
these variable groups and the prodrug groups." Applicants do not agree as it is believed that one of 
skill in the art would readily be able to differentiate the various R groups from prodrugs of the 
compositions of the instant invention. However, in order to expedite tlie prosecution of this 
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application, the claims 66 and 70-77 have been amended to delete the term "prodrug". It is believed 
this amendment fiilly addresses the Examiner's rejection. 

Claim 53 has been rejected for indefiniteness, as the Examiner Contends it is uncertain 
whether the proviso of Claim 53 corresponds to the proviso applied to Claim 52, or is applied to 
claim 53. Applicants have cancelled these claims and believe the rejection is moot. 

The Examiner contends that claims 54-56 are indefinite "as they recite choice without 
reciting Z as NR'rI" Apphcants do not understand this rejection. Claims 54-56 ultimately depend 
from Claim 52 (not 53). However, since Applicants have cancelled these claims, the rejection is 
moot. 

Description and Enablement Rejections 

The Examiner has rejected claims 52-95 under 35 U.S.C. 1 12, first paragraph, contending 
that there is no support in the specification for die term, stereoisomers. Applicants do not agree, as 
there is ample basis in the terms "enantiomers" and "diastereomers". However, in order to expedite 
the prosecution of this application, the claims have been amended to delete the word 
"stereoisomers". Accordingly, Applicants believe the rejection is now moot. 

Claims 82-85 and 87-96 have also been rejected under 35 U.S.C. 112, first paragraph as the 
Examiner contends that the specification does not "reasonably provide enablement for treating any 
or all p3 8 mediated diseases/disorder and/or TNF-a mediated disorders." Applicants amend the 
claims and traverse in part. 

Claim 88 is directed to a method of inhibiting TNF-a expression in mammals. Support for 
this is provided by the assays described on pages 38 ^0 of the specification. It is well accepted in 
the art that activity in these assays is predictive of in vivo activity. Accordingly, it is requested that 
the enablement rejection of Clahn 88 be withdrawn. 

While Applicants do not agree that there is not adequate support for in order to enable the 
treatment of p38-mediated disease and/or TNF-a related disorders, in order to facilitate the 
prosecution of this application, Applicants have amended claim 82 to specify a method of treating 
rheumatoid arthritis, and canceled dependent claims S3, 84, 90, 91, 94 and 95. Accordingly, it is 
believed that the Examiner's rejection for lack of enablement based on these claim is now moot 
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Section 102 and 103 Reiections 

The Examiner has rejected Claims 52-53, 61, 69-70 and 78 under 35 U.S.C. lD2(b) or 
alternatively under 35 U.S.C. 1 03(a) as being anticipated by US 3,625,979 ("Heimberger"). The 
Examiner contends that Heimberger teaches several trisubstituted trazines, for use as anti- 
inflammatory agents and directs attention to Applicants to Formula I m column I as well as examples 
M3, particularly examples 6, 10 12(?), and 12, Applicants amend the present claims and traverse 
the rejection- 
Claims 51-69 have been cancelled, claim 70 lias been re-written in independent form, and 
claims 72-76 and 78 have been amended to depend from claim 70. As amended the claims require 
that the Z substituent of Applicants broadest generic is not a heterocyclic ring (see the definition of 
N(Ri)(Ra) in amended claim 70). 

According to the MPEP 2131.02, "in a genus-species situation when the compound is not 
specifically named, but instead it is necessary to select portions of teacliing with a reference and 
combine them, e.g., select various substituents from a list of alternatives given for placement at 
specific sites on a general chemical formula to arrive at a specific composition, anticipation can only 
be found if the classes of substituents are sufficiently limited or well delineated." Ex part A, 17 
USPQ2d 1716 (Bd. Pat App. & Inter. 1990). Further, one of ordinary skill must "at once envisage" 
the specific compounds within the generic chemical fonnula to anticipate the compounds. It is 
suggested that looking to the preferred embodiments is an indication of anticipation. In re Petering, 
301 F,2d 676, 133 USPQ 275 (CCPA 1 962). One of ordinary skill cannot envisage Applicants' 
specific compounds from the broad generic disclosed in Heimberger. 

Accordingly, in the present case there are a large number of possible species disclosed within 
Heimberger broad generic described by Fonnula I (See Heimberger. abstract). It would be 
impossible to select the various substituents fi-om the alternatives suggested in the Heimberger 
Markush groups to arrive at Applicants' claimed compositions without the aid of hindsite. 
Additionally, there are no preferred groups or examples throughout Heimberger that would lead one 
of skill in the art to envisage Applicants' claimed compounds. Indeed, the closest Heimberger 
examples (See Heimberger, Examples 6, 10, 1 1 and 12) disclose only heterocyclic rings in the 2 
position, directing the attention of one of skill in the art away from Applicants' compounds. 
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Accordingly, Applicants' amended claims are not anticipated by Heimberger, nor are they obvious 
over Heimberger, 

The Examiner contends that clairas52-53, 61, 69-70 and 78 obvious over Heimberger for the 
reasons already cited in the 102 rejection above, and additionally, because the claims (including 
claims 70 and 78) allegedly require Z and or Rl 1 to be a heterocyclic ring, especially 
homopiperazine. Applicants respectfully traverse. 

As discussed above, unlike the exemplified Heimberger compositions, the Z group described 
in Applicants' claimed compositions (i.e, claims 70 -76 and 78) exclude the possibility that Z is a 
heterocyclic ring. Moreover, there is no suggestion or motivation in Heimberger to provide 
AppHcants monoarylamine triazines. Accordingly, Heimberger' s examples which contain a ring in 
tlie corresponding Z position do not render Applicants' compositions obvious. 

Applicants respectfully request that the Examiner withdraw the novelty and obviousness 
rejections of claims 70-76 and 78 over Heimberger. 

Section 103 Rej j ectinn 

Claims 51-65, 67-75, 79-80 and 86 were rejected under Section 103(a) in view of Daeyaert et 
al, US Pat. No. 6,150,360. Tlie Examiner renews his rejection of the claims and does not accept 
Applicants assertion that the biarylamino compounds of Daeyaert do not provide motivation to one 
of skill in the art to obtain Applicants' claimed compositions, The Examiner replies that Daeyaert 
teaches equivalency of biarylamino triazines to monoarylamino triazines because generically 
claimed compounds are considered to be equivalent to the exemplified compounds. Applicants 
respectfully traverse, 

As discussed previously, the selections for R\ R'^ and R" in the present claims 70 describe 
monoarylamino triazine strucnores, not biarylamino triazines. Daeyaert neither exemplies nor 
includes monoarylamino triazines in their broadest generic structure. Accordingly, contrary to the 
Examiner's argument, Daeyert has provided no teaching or suggestion that it would be desirable to 
replace one of the aryl/lieteroaryl groups with a non-aromatic ring or non-ring group. 
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Therefore, it is submitted that Section 1 03 may not be applied to new claims, 70 -75, 79-80 
and 86 based on Daeyert. Compare, e.g., Ex parte Ligett, 121 USPQ 324, 326 (Bd, Pat. App. 1958) 
(holding an alkyl ester of N-phenyl maleamic acid unobvious over an allcyl ester of N-napthyl 
maleamic acid because nothing in the art suggested the phenyl derivative would be expected to be as 
effective as the napthyl derivative - both compounds used for fungicides). 

Accordingly, Applicant request that the obviousness rejection of claims 70-75, 79-80 and 86 
oyer Daeyaert be withdrawn. 

Applicants believe the claims are in condition for allowance. 

FEES 

No fees should be due. 
SUMMARY 



IS 



In view of the foregoing, it is requested that this case proceed to issuance. The Escaminer 
invited to contact the undersigned if it is believed prosecution could be expedited. Attached hereto 
is a "Version with Markings to Show Changes Made" (i.e., showing the corrections to the 
specification). 

Respectfully submitted. 



Patent Department Laurelee A. Duncan '"^ '^'^ 



P.O. Box 4000 Attorney for Applicants 

Prmceton, NJ 08543-4000 Reg No 44 096 
609-252-5323 " ' 

Date; May 3, 2003 
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Marked-Up Version to Show Changes to the Claims 
66 fAmendedy A compound of Formula m. 




66. A compennd nf C lnim 52 oi a i AuooUii t^ r aii enantiomer, 
■diastereomer, tautomer, or pharmaceuticaJly-acceptable salt, pFe<faig^r solvate tbe^^efor 
solvate tliereof , wherein: 

^■j^^befeifl- fV jg chosen from -CHR^-. -NR^-. -0-. and 

Z is chosen from 1i;.lo,o;r^r. nIVyi >--ihsf ituted aJkvl. arvl substituted ai-vl, 

cyclo alky l, substituted cyd oalky l , h eterocycly]. sub-^titnted heterocyclvl. -SRI -QR-^ and 

-iN(R')fR"); 

-N(R')(R^) taken together may form aheternr.Y r.lyl .^r ^^■ bstitutedheterocvclvl: or 

R' is chosen from hydrnppn, nllf y] and substituted alkvl: and 

R" is chosen from hydrogen, alkvl. substituted g Ucyj. alkow a rvl. substitiiff^rl «ry1 

c ycloalkyk substituted cvclonl kv l, heterocvclvl and substituted heterncy rlyl; 

R^ is chosen from hy drn oen, alkyl, sub stituted alkv l. aryl. substituted ^r.t] 

CVCloalkyl, substituted cyrloalky]. heterncyr.l y] and substituted heterocvcly l ; 

R iis chosen from hydrogen and ;^1 k vl. or when attached t(^ a nin-pgen atom. 

t ak en together witJi R^ mav fonn afiised hete T ocyclvl or «^nh.tituted hetemry nlyl- 

R^ IS chosen from hydrnren. -Nm^W^) ^ halos^en. cvano ^ Ikvl. substitnt^H 

alkvl, alkoxy, and aJlcylthio or when V i. -NR-^ . R -'' and t^k.n together mav fnrr,. . 

fused het erocvclvl or substimted heterocyclyl; 

R' is chosen from hydrogen and ha! n p en; 

R^ is chosen from -rn.r alkvn. -CfO^NrR^'XR^^) . SQ. NfR-^'VR^^V 
zm^02R'\ -Cro^Nm-^-hNrR-^hr R32). -NrR-^'^rrn^R>- .rti^^Mp -^s^^^^^pa. 
N(R-^')(R^^), -CH.OC( 0)R^^ r,..alkyl, substituted .llcv l. cvcloalkvl .,.b..^tnt.^ 
cvcloaJkyi, aryk substituted arvl heterocvclvl substituted heterocvclvl. aj.d -r,f n)RJ"- 
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provided, howevei-. that when is CH^ cjr NH^. t>if n n^^i ther nor R'^ is 77W'a-cvano- 
phenvl: 

or R' and R^ tak en toge&er mav form -CYOINrR^^lCH,- or -CfO^NtR^- ICrOV: 
R1." is chosen fi-Qm hetero cvclvl. substituted helerocvclvl, cycloalkvL substituted 
cycloalkvl, ar\'l. sub stituted ary], alkyl, and substituted alky ]; 

R^' aitd R^-' are independently chos en fi-om hvdrotren. alkvl. and substituted alkvl: 

— R"'^ is chosen from hydr ogen, alkvl. substituted alkvl. alkoxv. arvl. substituted 

arvl cvcLoalkvl. substi tuted cvcloalkyj. arvloxy. heterocvclvl and substituted 
heterocyclyl: 

is chosen fi-om alkv l substituted alkvL arvl, substituted arvl. cvcloalkvL 

substituted cvcloalkvl heterocvclvl and substituted heterocvclvl: 

. R'^ is cho sen 6x)m hydrogen, alkvl and substituted alkvl: 

-NCR^^)fR.^'^) taken togetli er mav form a heterocvclvl or substituted heterocvclvl: 
rn is 0. L 2 or 3; 



.- RI'^ is chos en from hvdroRcn. alkvl substitu ted alkvl., -C fQNrR^'v.R-'^). 

-N(R-^•"^)C(Q)R'^^ arvl substituted arvl cvcloalkvl substituted cvcloalkvl heietocvclv] , 
substituted heterocvclvl and 




R'^ Is ch osen from hydrogen, alkvl substituted alkvl, alkenvl -CfO^alky l 
iCCOVsubstituted aJkvl - CfOVarvl -CrOVsubstituted arvl -CrO)-alkoxv. arvl 
sub stituted aiyl cvcloalkvl substituted cvcloalkvl heterocvciv) ajid substituted 
heterocvclvl; 

R'*^ is chos en hvdrouen, alkvl substituted alkvl and 
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R'^ is chosen fi-om livdropen. alkvl. substituted aJkvJ. -CrOValkv], 
-CrOVsubstituted alkvl, - CCQl-arvl. and -CrOVsubstituted arvl. 



70. ("Amendedy A compoujid having the formtila. 



1 




Z NR12R13 



A c om,poun d <iccordLn g t o C]Qi;ii> &9-o^^^-s^ej=Qei5e^ a enantiomer, 

diastereomer, tautomer, or pharmaceutically-acceptable salt, pfediHigrei^-^Jelvate-tfe^eei^ 
- or soWate thereof, wherein: 

V is chosen fTom-CHR^'^-. -NR^-. -Q-. and -S-; 

Z is halogen, alkyl, -N(R')(R^), or allcyl substituted vsdth one to two of - 
N(R^^)(R^^), alkoxy, alkyltliio, halogen, cyano, carboxyl, hydxoxyl, -SOz-alkyl, -CO2- 
alkyl -C(0)-alkyl, nitro, cycloalkyl, substituted cycloalkyl, -C(0)-N(R^^)(R^^), andyor- 
NH-C(0)-alkyl; 

R^ is hydrogen or metliyl; 

is alkyl of 1 to 8 carbon atoms; 

R^^ is chosen from hydrogen , alkvl, substituted alkvl, aryl, substituted aivL 
cycloalkvi. substituted cvcloalky l, heterocvclvl and substituted heterQCvely l; 

R'^ is chosen from hydrogen and alkvl of 1 to 4 cai-bon atoms: 

R^ is chosen from hydroL^cn, amino, aminoC ^^ alkvL halogen, cvano. C K^alkyl^ 
Ci^alkoxv, and alkvlthio: 
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R is attac hed to aiiv available cai-bon atom of the ijheiivl lin^r mid is chosen from 
hydrogen and halogen: 

R'^ is chosen from ^CfOlNrR^^rR-^) , -SO.N f R^'MfR^-) 

-N(R-^'irR-'^y -CH.OCrO)R-^ \ IielerocvclvL and substituted heterocvclvl: or 

- and R^ talcen togetlier may form -CrO^NrR-^^V l-T. ^ or -C(0)'N{R^^) C(ny^ 

R'^' and R"' are indepe ndently cho.sen fi-om hydrogen.. alkvL and substituted alkvl: 

R^^ cho$en fi-om hydrogen, alkvK substituted alkvl alkoxv. oxvl. substituted 

arvl cvcloalkvk subst ituted cvcloalkvl. arvloxv, heterocvclvl and .substituted 
heterocvclvl: 

R'^"^ is chosen from alk vL substituted alkvl, arvl, substituted ai-/L cvcloalkyl 

sub stituted cvcloalkvl, heteroovclvl and substituted heterocvclvl: 

N(R^")(R^^) talcen together fonu a monocyclic heteroecyclyl or substituted 
heterocyclyl of 5 to 7 atoms having 1, 2 or 3 additional nitrogen atoms, -NH-alkyI 
wherein alkyl is of 1 to 4 carbon atoms, or 




■NR 



15 



-NH- 



R 



m IS 0. 1, 2 or 3; 

R^"^ is chosen from hvdroeen, alkvL substituted alkvL -CrO)N(R^hrR^^\ 

-N(R.^'')C(0)R^^ arvk substituted a r vL cvcloaJkvL substituted cvcloalkvk heterocvclvl- 
substituted heterocvclyl and 




•NR 



R^^ and R^^ are independently hydrogen or fflethyl Tmethvl: and 
R^^ is chosen from hvdroeen. alkvl substituted alkvl. -C/0)-alkY l, 
CrOVsubsti tuted alkvl -C(OVarvl and-C(0)-subsiituted arvl 
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71 [Ai-n ended). A compound of Claim 70 or afi toreoioo iBo r enantiomer 

diastereomer, tautomer, or pharmaceutically-acceptable salt.p rodnig, or solvate thereof, 
having the formula; 




72 (Amended). The compound of claim 6970 or aster e oigom o r, enantiomer, 
diastereomer, tautomer, or pharmaceutically-acceptable salt,j w>drug, or solvate thereof 
wherein; 

is halogen, methyh methoxy, halogen, or cyano. 

73 TAmended). The compound of claim ^70 or a stereoisomer, 
enantiomer, diastereomer, tautomer, or pharmaceutically-acceptable salt, prodrug, or 
solvate thereof, wherein: 

is C(=0)NH2, C(=0)NHCCH3) . or CC-0)NHO(CH3). 

74, (Am,ended) . The compound of claim ^70 or af , t e rooiDomcr, enantiomer, 

diastereomer, tautomer, or pharmaceutically-acceptable salt, prod rug, or solvate thereof, 
wherein is methyl and R^ is C(=0)NH(CH3) or C(-0)NH0(CH3). 

7SiAmended^. A compound of Claim 6^70 or asto reoioomep^ enantiomer, 
diastereomer, tautomer, or pharmaceutically-acceptable salt,pr^dmg; or solvate thereof 
wherein: 

R^ is chosen from unsubstituted or substituted triazolyl., oxadiazolyL imidazolyl, 
thiazolyl and benzimidazolyL 
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76 f AmendedV A compound of Claim ^70 or a ster e ois emef^ enantiomer, 
diastereomer, tautomer, or pharmaceutically-acceptable salt^ prodrug, or solvate thereof 
wherein: 

R is chosen from substituted or unsubstituted l,2,4-tria2ole; substituted or 
unsubstituted thiazole connected via a C2, C4, or C5 position; substituted or 
imsubstituted 1,354-oxdiazole connected via a 2 or 5 position; and substituted or 
unsubstituted imidazole connected via a C2, C4, C5, Nl or N3 position, 

77 (AmendedV A compound which is selected from (i); 




JO 
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HN- ^""^ 



; or (ii) as-te r e oisomtfi', - enantiomer, diastereomer, 
tautomer, or pharmaceutically-acceptable $alt,^>f€Mimg:r or solvate of the compound 
selected from paragraph (i). 

78 f Amended) . A pharmaceutical composition comprising as an active 

ingredient, a compound, or a prodrug or salt thereof, according to claim ^70, and a 
pharmaceutically acceptable carrier. 

82 (New! A method of treating fl ^x> 3 idition af^ s^^e^a^ ad with p 3S kinaao 
a e^iivity in a n ^ . ai^BA??:at^ rheumatoid arthritis, tlie method comprising administering to a 
mammal in need of such treatment, an effective amount of a composition according to 
claim 78. 
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